Variations of NPHS2 and WT1 in Six Children with Chronic Renal Failure in Chinese Han Ethnic Group by Yu, Z. et al.
142
Proteinuria improved after the initiation of cysteamine with a log plot of α1MCR 
vs ACR showing a linear progression towards the normal range suggesting an 
improvement in tubular proteinuria. The table shows a 75% reduction in PCR, a 
79% in ACR, and a 64% decrease in α1MCR when comparing the pre-treatment 
with the late time period. There was also a reduction in the requirement for 
electrolyte supplementation with this effect being greatest for bicarbonate.
Proteinuria & Electrolyte Supplementation by Time Period
Duration PCR ACR α1MCR K HCO3 PO4
months mg/mmol mmol/kg/day
Pre-Cysteamine 9.7 545 137 123 11.0 13.0 2.8
Initiating Cysteamine 4.6 345 109 125 12.3 9.9 2.1
Post Cysteamine 10.1 266 55 94 9.1 7.9 2.8
Late 25.3 133 29 44 8.7 5.4 2.1
Conclusions: These data suggest that there is an improvement in tubular function 
as measured by proteinuria and electrolyte supplementation after the start of 
cysteamine in cystinosis.
Abstract# 635
Study on Gene Polymorphism of Renin Angiotensin System in Chinese 
Children with Nephrotic Syndrome F. Yang, W. Liu, P. Liu, G. He, Z. 
Guo, P. Liu. Department of Pediatrics, The First Affi liated Hospital of 
Jinan University, Guangzhou, Guangdong, China.
Objectives: In order to determine whether nephrotic syndrome (NS) in Chinese 
children associated with difference genotype of renin angiotensin system (RAS).
Methods: The M235T angiotensinogen( M235T AGT )gene, angiotensin II receptor 
type I(ATR1)gene, and angiotensin converting enzyme (ACE) gene were 
examined by PCR in 40 children with NS ( 29 patients were steroid sensitive, 11 
patients were steroid resistant ) and in 50 children of health control group.
Results: In the NS group, the MM, MT and TT genotypes of M235T AGT were 
37.5%, 27.5% and 35.0% respectively; the AA, AC and CC genotypes of ATR1 
gene were 45.0%, 27.5% and 27.5% respectively. the DD, DI and II genotypes 
of ACE gene were 12.5%, 42.5% and 45.0% respectively;And these genotypes 
in the control group (in the same order) were 66.0%, 18.0% and 16.0%; 68.0%, 
20.0% and 12.0%; 10.0%, 44.0% and 46.0% respectively. There were signifi cant 
difference of AGT genotypes between the two groups (χ2=7.569, P<0.05), 
whereas there was no difference with respect to the ACE and ATR1 between the 
two groups (χ2=0.141, P>0.05;χ2=5.397, P>0.05). Additionally, there were no 
differences of the genotype distributions of AGT, ATR1 and ACE genes between 
steroid sensitive and resistant groups (χ2=2.600, P>0.05;χ2=2.610, P>0.05; 
χ2=2.235, P>0.05).
Conclusions: TT genotype of AGT gene may be associated with the pathogenesis 
of NS in Chinese children. The frequency of the gene polymorphisms of ATR1 
and ACE gene are not associated with the pathogenesis of NS. The difference 
genotype of RAS related with the response to steroid therapy in the children with 
NS can not be demostrated.
Abstract# 636
Mutations in WT1 and PLCE1 in Familial Steroid-Resistant Nephrotic 
Syndrome in Chinese Z. Yu, R. Fu, X. Chen, J. Wang. Department of 
Pediatrics, Fuzhou Dongfang Hospital, Xiamen University, Fuzhou, 
Fujian, China.
Objectives: Idiopathic nephrotic syndrome (INS) is the most common glomerular 
disease in childhood. Approximately 10-20% of children with INS are resistance 
to standard steroid treatment (this situation is called steroid-resistant nephrotic 
syndrome, SRNS) and may progress to end-stage renal failure. Recent studies have 
demonstrated that mutations in several genes cause SRNS in humans. This study 
aims to examine mutations in WT1 and PLCE1 in three Chinese families with SRNS 
once mutations in NPHS2 had been excluded.
Methods: Blood samples were collected for genetic analysis from 3 probands 
from Chinese families with autosomal recessive SRNS, and their siblings and 
parents, and 50 adults with normal urinalysis. Genomic DNA was isolated from 
blood leucocytes. Ten exons, exon-intron boundaries of WT1 and 31 exons, 
exon-intron boundaries of PLCE1 were amplifi ed by polymerase chain reaction. 
Mutational analysis was performed by DNA sequencing directly.
Results: No mutation of WT1 and PLCE1 in all exons and exon-intron 
boundaries was found in the 3 probands. However, three variants of WT1 and 13 
variants of PLCE1 were identifi ed in all 3 probands and some controls, indicating 
that these variants are polymorphisms. One novel variant of WT1, IVS5-64A>G, 
and one novel variant of PLCE1, IVS22-26T>A, were also identifi ed in two 
probands as well as some controls. There was no signifi cant difference in the 
allelic frequencies of the two polymorphisms of WT1 and PLCE1 between the 
patients and controls.
Conclusions: The results suggest that WT1 and PLCE1 mutations are not major 
causes of familial SRNS in Chinese in the study.
Abstract# 637
Mutations in NPHS2 and WT1 in Southern Chinese Children with 
Steroid-Resistant Nephrotic Syndrome Z. Yu, J. Wang, R. Fu, L. Ye, 
X. Chen. Department of Pediatrics, Fuzhou Dongfang Hospital, Xiamen 
University, Fuzhou, Fujian, China.
Objectives: Idiopathic nephrotic syndrome is one of the most common glomerular 
diseases in Chinese children, of which 10-20% of cases show steroid resistance. To 
our knowledge, there were several studies regarding the incidence of mutations in 
NPHS2 and WT1 genes in childhood steroid-resistant nephrotic syndrome (SRNS). 
This study aims to examine mutations in both NPHS2 and WT1 in children with 
sporadic SRNS in Southern Chinese.
Methods: Peripheral blood samples were collected for genetic analysis from 
20 children with sporadic SRNS in Southern Chinese, and 50 unrelated adult 
volunteers with normal urianalysis studied as controls. Genomic DNA was 
isolated from peripheral blood leucocytes. The mutational analysis of NPHS2 and 
WT1 gene was performed by polymerase chain reaction and DNA sequencing 
directly.
Results: No mutation in both NPHS2 and WT1 in their all exons and exon-
intron boundaries was detected in the 20 patients with sporadic SRNS, whereas 
two polymorphisms of NPHS2, 102G>A and 954T>C, and 6 variants of WT1, 
5’-UTR-7G>T, 126C>T, IVS3+16G>A, IVS5-64 A>G, 903A>G and IVS7-
32C>A, were identifi ed in some of the patients and the controls. There was no 
signifi cant difference in the genotypic and allelic frequencies of 102G>A of 
NPHS2, and the 6 variants of WT1 between the 20 patients and 50 controls, 
respectively.
Conclusions: Our results suggest that mutations in both the NPHS2 gene and the 
WT1 gene are not major causes of the children with sporadic SRNS in Southern 
Chinese in the study.
Abstract# 638
Variations of NPHS2 and WT1 in Six Children with Chronic Renal 
Failure in Chinese Han Ethnic Group Z. Yu, J. Wang, R. Fu, L. Ye, 
X. Chen. Department of Pediatrics, Fuzhou Dongfang Hospital, Xiamen 
University, Fuzhou, Fujian, China.
Objectives: To examine genetic variations of NPHS2 and WT1 in children with 
chronic renal failure (CRF) in Chinese Han ethnic group.
Methods: Peripheral blood samples were collected for genetic analysis from 
6 children with CRF in Chinese Han ethnic group, and 50 unrelated adult 
volunteers in Chinese Han ethnic group whose urinalysis was normal studied 
as controls. Genomic DNA was isolated from peripheral blood leucocytes. 
Eight exons and exon-intron boundaries of NPHS2, and 10 exons and exon-
intron boundaries of WT1 were amplifi ed by polymerase chain reaction (PCR). 
Mutational analysis was performed by DNA sequencing directly and RFLP/PCR 
(RFLP, restriction fragment length polymorphism).
Results: No mutation in both NPHS2 and WT1 was detected in the 6 patients 
with CRF, whereas two already reported polymorphisms of NPHS2, 102G>A 
and 954T>C, and 4 variants of WT1, 5’-UTR-7G>T, 126C>T, IVS5-9T>C 
and 903A>G, were identifi ed in some of the patients. Three already reported 
variants of WT1 (5’-UTR-7G>T, 126C>T and 903A>G) were also identifi ed 
in some controls, indicating that these variants are polymorphisms. There was 
no signifi cant difference in the genotypic and allelic frequencies of 102G>A of 
NPHS2, and 5’-UTR-7G>T, 126C>T and 903A>G of WT1 between the 6 patients 
and 50 controls, respectively. In addition, a novel variant, IVS5-9T>C of WT1, 
was identifi ed in one patient and his father whose urinalysis was normal, whereas 
it was not found in 50 controls.
Conclusions: Mutations in both the NPHS2 gene and the WT1 gene are not major 
causes of the six children with CRF in the study.
Abstract# 639
A Heterzygous Mutation of NPHS2Identifi ed in Chineses Child 
with Steroid-Dependent Nephrotic Syndrome Z. Yu, R. Fu, X. Chen. 
Department of Pediatrics, Fuzhou Dongfang Hospital, Xiamen University, 
Fuzhou, Fujian, China.
Objectives: Idiopathic nephrotic syndrome is a common glomerular disease in 
children, of which 80% of cases show steroid sensitivity (SSNS). Most children with 
SSNS will have a frequently relapsing or steroid-dependent course (FRNS/SDNS) 
associated with therapy-related morbidity. Homozygous/compound heterozygous 
mutations in NPHS2 are frequent cause of steroid-resistant nephrotic syndrome 
(SRNS), while an NPHS2 mutation is absent from children with uncomplicated 
SSNS. Signifi cant heterozygous mutations were identifi ed in Italian children with 
FRNS/SDNS, whereas no heterozygous mutation was found in American children 
with the syndrome. However, whether or not heterozygous mutations of NPHS2 
may be causing SDNS in Chinese children has not been established. We examined 
a Chinese child with SDNS and focal segmental glomerulosclerosis for mutations 
in NPHS2.
Methods: The mutational analysis of NPHS2 was performed by polymerase 
chain reaction and direct sequencing.
1922 GENETICS
